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o 27 e-subs of
CRTs/CRFs to
replace paper

e Over 4.3 million pages
e 10,000 Volumes
* 1,000 boxes of paper

Greg Warzala
Division of Data Management and Services



5. Food and Orug Administration E
of Drug Evaluatignand Hesearch

NDA Copies

s ‘%"‘I‘( g
Document
Room

n

'

Guidance - Page 1

I. INTRODUCTION

Traditionally, the FDA has required that regulatory submissions, such as
investigational new drug (IND) applications and new drug application$
(NDASs), be submitted as paper documents. Regulations in 21 CFR Hart
314 provide the requirements and procedures for submitting
applications to the Center for Drug Evaluation and Research (CDER)
to obtain approval for the marketing of new drugs. Among other thingp,
the regulations require the submission of three copies of an applicatign

for marketing approval:(l) a Complete archival

copy, (2) a review COPYsd (3) a field copy (21 CFR
314.50(K)).
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Two Electronic
Submission Types

[ 5 P
H 1O

cEFanio
ocument
Room

1. Electronic Archival Files

Designed to_Replace paper
Submit with Archival Copy

1
C

2. Review Aids

Designed to Assist Review
Submit with Review Copies
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Amendments and
Supplements
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1. All materials submitted
after initial submission are
amendments or supplements

2. Each original, amendment
or supplement is self-
contained w/ it’s own Table
of Contents
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Preparation for the
CDER Network
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1. Follow the Guidance
directory structure
2. Prepare

Table of Contents
as described
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The Transport Media
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Submitted disks and
CD-ROMs are the
transport media.

Multiple disks will be

loaded into one network
share

The entire electronic
submission will be
archived onto 1 DLT tape
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Preparing Archive Files
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* Physical Preparation

— Place E-media in their
own standard blue binder

— Label Binder & Disks
—Include cover letter

— Helpful: descriptive info
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Preparing
Review Aids
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Place review aids with desktop
copies

Place in Separate Appropriate
Colored Binders

Label Binders & Disks

Include Technical Description
& Documentation
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The entire_Initial submission
should be shipped to the CDER
Central Document Room (CDR)
Including all paper & both
electronic-media Archival files
and review aids.

The CDR Is prepared to accept,
process & distribute all electronig¢
media.
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Send to:

FDA Center for Drug Evaluation
and Research,

Central Document Room
12229 Wilkins Ave.
Rockville, Md. 20852-1833
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All Subsequent Submissions:

o Paper & review aids
Ship to: Division Document Room

In all cases:
 Electronic Archive Files

Ship to: Central Document Room

Greg Warzala
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Size & Media
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Whenever possible, applicants should choose media
¢ of holding ission on the

fewest number of units.

Size Recommended Media Recommended Max. Units

| Less than 10MB 3.5 inch DOS Formatted 1-10
Floppy Disks Disks

| Less than 3.25GB ISO 9660 1-5CDS

| Greater than 3.25GB  Digital Equipment Corp. 1 or More Tapes
DLT 20/40 and 10/20 GB

format (exabyte 8mm format)
using OPENVMS with VMS
backup or NT server 4.0 with
NT backup or backup exec.

Greg Warzala
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Completing the 356h

Form Approved: OMSB No. 0910-(838
Expiration Date: Apni 30, 2000
DEPARTMENT OF HEALTH AND HUMAN SERVICES See OMB Stateret on .
FOOD AND DRUG ADMINISTRATION

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN
ANTIBIOTIC DRUG FOR HUMAN USE

FOR FDA USE ONLY

A APPUCATION NUMBER
(Title 21, Code of Federal Regulaticns, 314 & §01)

APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION

TELEPHQNE NO. (include Area Code) FACSIMILE (FAX) Number (Include Area Coce)

APPUCANT ADDRESS (Number, Street, City, Stats, Country, ZIP Code or Mail Coce, and AUTHORIZED U.S. AGENT NAME & ADCRESS (Numoer, Street, Cily, State,
U.S. License number if previcusly issued): 2IP Ccode, telephone & FAX number) IF APPLCABLE

 PRODUCT DESCRIPTION
NEW DRUG OF ANTIBIOTIC APPLICATION NUMBER. OR BIOLOGICS UCENSE APPLICATION NUMBER (If previcusly issued)

ESTABLISHED NAME (e.g., Proper name. USF/USAN name) PROPRIETARY NAME (trade name) IF ANY
CHEMICALBIQCHEMICALBLOOD PRQRUCT NAME (i any} TCODE NAME (¥ any)

| DOSAGE FORM: STRENGTHS: I ROUTE OF ADMINISTRATICN:

(PROPOSED) INDICATION(S) FOR USE:

APPLICATION INFORMATION

APPUCATICN TYPE
{check ane} 0 NEW DRUG APPUCATION (21 CFR 314.50) O ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

O BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE O 505 (&) (1) O sesme) @ O so7

IF AN ANDA. OR AADA, IDENTIFY THE REFERENCE LISTED ORUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name ¢f Drug Helder of Approvea Agpiication

TYPE OF SUBMISSION
(check cna) O GRIGINAL APPLICATICN 0] AMENDMENT TO A PENDING APPLICATION O resusmsson

0 PRESUBMISSION [ ANNUAL REPQRT {0 ESTABLISHMENT DESCRIFTION SUPPLEMENT [ SuPAC SUPPLEMENT
[ EFFICACY SUPPLEMENT ] LABEUNG SUPPLEMENT [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLENENT 0 omHEr
REASON FOR SUBMISSION

PROPOSED MARKETING STATUS (chexx cne) {J PRESCRIPTION PROCUCT (Rx) [ OVER THE COUNTER PRODUCT TTO
NUMBER OF VOLUMES SUSBMITTED _____ [ THIS APPUCATION IS O parPEr ‘ W PareR anD 22TTRONIC) [T ELECTRONIC

ESTABLISHMENT INFORMATION

Prowvce locaticns of all manufacturing, packaging and controt sites for drug substance and drug product (continuation sheets may be usad i necsssary). Includs name.
acdress, contact, telesnone number, regisrancn numcer (CFN), DMF numter, ang manufaciuring stegs and/or typs of testing (8.g. Fnal cosage form, Stability testing)

Greg Warzala
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Completing the 356h

" This apclication contains the folicwmg items: (Check aif that asoiy)

ot 1. Index

% | 2. Labeling (cnecx one) o Orait Labeiing O Final Prnted Labaling Pyt CWer A

| 3. Summary 21 CFR 31450 (e

. | 2. Cnemiawy section

e | A. Chemisty, manutaciurng, and cantrols intormation (fe.g. 21 GFA 314,50 (d) {13, 21 ©FA 601.2%

| © 3. Samples {21 CFR 314,50 fe) (1), 21 CFR 61 2 (a)} [Submit onty upan FOAS requsest)

C. Methods validation packaga {e.g. 21 CFR J14.50 (&) (2} ), 21 CFR $01.2}
| 8. Manelinicai prarmapology ard oxicalsgy section (e.9. 21 CFR 314.50 (d} (2), 21 CFA 801.7)
~ Human pharmaconinatics and Swavaiiztility sesction (a.g. 21 CFA 314.50 () (3, 21 CFR G012
¢ | 7. Ciinical Micrabioblogy te.g. 21 CFA 214.50 (d) (a))
Y, | & Ciinical data ssction (e.g. 21 CFA 314.50 ta) (5), 21 CFR 607 2} Pruvewne arel
| $. Safery update rspart ta.g. 21 GFA 314,50 [ {81 (vi) (b}, 21 CFA 501.3)
¢ | +0. Stadstical secton te.g. 21 GFA 314.50 (d) (51, 21 CFR 601.2)
¢ | 11. Case report tabulations (a.g. 21 GFR 31450 () (1), 21 CFR €01.2) ¢ -mnadia o AFchivs
M | 12. Gase raports 'orms (e.5. 21 CFA 314,63 (B (2), 21 GFA 6012} R-tadia Yo Archiva
| 13, Fatent inlorraton an any salenl which cldims tha drug (27 U.S.C. 383 (b) or (o)

14, A patent cortiflcation with raspect to any patent which claims tha drug (21 U.S.C 355 () 42) ariD {3 (a0}

15, Estzhblishment deacripfion (21 GFR Part 830, if apaicable)

'}f| 15. Decarment carflication [FOAC Acz 306 (1))
b 17, Freld copy certification (21 CFR 314.5 (k) (30

x! 12, UUser Fes Caver Sheel (Fam FGA 1337

| 19. OTHEA (Specitv

CERTIFCATION

| agresa to upfate this anolicabdon with tew safety information abaut e procuct that mav reassnably affect the statemen of conralindications,
WAMINGE, Drecaubicm, ar averse r#astiora in the draft labaling. | agres to submit axfaty updats regorts & proviced 'of Sy regulatan o as
requasied by ~0a, IFthis a;:gicaﬁon A agzrovad, | agres o comply with Ul apelicable laws and regulations that appry D dporoved eppiications,
inciuging, bt not imited to the Iciiawsng: -
ace mantilactuning practce requtadens in 21 CFR 214 and 211, 808, andfcr 820.
Aicicqical establishmant stancarca 'n 21 CFA Part €00,
Lapeing egulagens in 21 CFA 201, 506, 10, 660 and/or 809, . _
In 9 caze of 3 prescripion drsg of Sigdgeal produc!, drescrobon druyg advariai ulatiors in 21 CFR 202
Feqguiatons on makmg changce’za n acolcation 'n 21 CFA 31470, 314.71, 314.77, 314.57, 314.59, and 601.12.
Faquiatons on reports i 21 CF3 314,80,312 31, 00,20 and 800,481,
. Local, stale and Federal anviranmantal impacy 3w, :
If thia apolication applies to 4 dhug procuct hat FOA has prupoaed for scheduling under the Contolled Substances Act ! sgres not to marmt the
edtuct wmtil he Orag Enfcrcament Acministaton Makes a lnal acheduling cacision
& data and inkarmatian 0 his subersaion Nave 2ean raviewsd and, to the beat ol my dnowledgs am certified o ba e and acoume.
Warming: a willlully *alag statermant s 2 crminal affanas, U5 Codas, 54a 13, asction 1001.

—

H@hpap

SIGNATUAE OF AESPUNIELE OFFICIAL OR AGENT TYPED MAME AMD TITLE DaTE

AQURESS (Street, Cily, Stafe, and ZIF Coce) Teleghone Number

(2

Greg Warzala
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Cover Letter -
Both Paper & Electronic

Document Guidance - Page 5
Room

1. A PDF file of the cover letter named cover.pdyf,
which should include:
*  Appropriate regulatory information.

* A description of the sybusiestor.

+ A dgseTiption of which portions of tht
yibmission are presented only in paper, o
in electronic format, or in both paper and
electronic format.

» A description of the electronic submission
including the contents of the media, their
number and format, a description of the file
types, and the total size of the submission (e.g¢,

wegabytes, gigabytes).

. Verificimg that the submission is virus free with a descriptioyef the
software used tO ok the files for viruses.
» A description of any deviation from the specifications in this guidance
document.
Greg Warzala
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Cover Letter Example

We certify and agree to the following:

We have taken precautions to ensure that the dara files are free of computer viruses and
authorize CDER 1o use anti-virus software as appropriate.

We understand that 22 data (including any data media such as optical or magnezc disk) are
an official part of the agplication and so may be retained indefinitely by the Agzzcrasan
archive of the apriicazion.

Any differences benvesn the electronic data and the hard copy submission have 222z clearly

defined. Other than e specifics identified, our 2lectronic submission is identicai 'n content
to the hard copy.

Submission Format ( Paper / Electronic )

Section |Description Paper Electranic
1 index & T}
2 Overall Summaries & i
3 Chemisiy, Manufacturing & Controls X o
4 Samcles ard Labeling C
5 Precliricai Fharmacolegy and Toxicelcgy i
6 Human Fharmacokinetics Section X i
8 Clinical Cata Section D3
11 Case Racert Tabulation Listings C
12 Case Racer Forms O &
13 Patert Infermation & !
14 Patent Carsication & &
15 Biblicerz=ny X e

Greg Warzala
Division of Data Management and Services 17
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Subsection 1.1

Electronic NDA Table of Contents
Document .
Room Paper and Electronic

Subsection 1.1: Index (NDA Table of Contents)

This is one of a series of subsections being developed to facilitate the electronic
submission of an NDA to CDER. Subsections are published independently as th
are completed, but are intended for use with the other subsections in the series.

1. Regulatory reference

Section .50(b) states that the archival cop
NDA, whether in paper or electronic format, is
regqired to contain a comprehensive index to t
summary, technical sections and supportin
Informati tained in the submissigr~This
index is commonly re as tidDA Table
of Contents.

2. Organization of files

e comprehensive index should be provided a
single PDF file namedudatoc.pdf.

Greg Warzala
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NDATOC
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The NDA table gfeertents should be provideom<the form of a PDF

file g ist all sections of the NDAIf @ section |
mMcluded as paper, the volumes and pagde
numbers should be listed for that section)|If
Qe section Is included in the electronic
submission, the location of files should be

listed by diTecteryerexampterTase report forms
(CRFs) are in the CRF directory. In the same way that page
numbers provide a user with a roadmap to a document, a
hypertext link should be provided from the NDA table of contefts
to the corresponding table of contents for each subsection.

Greg Warzala
Division of Data Management and Services 19



Current Guidance:
Other Subsections
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e Subsections 11 and 12
should be submitted to the
EDR for Archiving

e No Other Subsections
should be included in the
electronic-media Archival
copy at this time

Greg Warzala
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Submitting Archive Files
The EDR Staff Will . . .
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e Problem Resolution -

The EDR Staff will
— Complete logs & technical data
— Provide recommendations

The Project Manager will
contact sponsors

Greg Warzala
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Shipping Files
Initial Application
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Send to:

FDA Center for Drug Evaluation
and Research,

Central Document Room
12229 Wilkins Ave.
Rockville, Md. 20852-1833
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Amendments &
Supplements
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 Paper & review aids
Ship to:
Division Document Room
e Electronic Archive Files
Ship to:
Central Document Room

Greg Warzala
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